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DETAILED ACTION 

The remarks and amendments filed 2/20/07, 3/28/07 and 8/6/07 are acknowledged. 

Status of the Claims 

Claims 50-92 are pending. Claims 50-53 and 59-75 were subject to a specie election. On 
July 16, 2002, Applicant elected a gamma emitter for the Rl specie. Phosphatase and phosphate 
moiety were elected for the enzyme and prosthetic group, respectively. This specie combination 
remains under examination. Claims 56-58, 64-67, and 69-75, stand withdrawn from further 
examination. 

The prior art rejections against claim 54 and the claims depending therefrom (55 and 76- 
92) were overcome by Applicant's arguments, see pages 8-12, filed 7/14/06 and indicated as 
allowable. However, new grounds of rejection based on 35 USC 112 are made in the Office action 
against these claims. 

Claims 50-55, 59-63, 68 and 76-92 are under examination. 

The text of those sections of Title 35, U.S. Code not included in this action can be found in 
a prior Office action. 

Priority and Declaration 
Applicant has provided a new declaration which clarifies that the instant application claims 
benefit of prior-filed provisional application No. 60/199,350, filed 4/25/2000, under 35 U.S.C. 
119(e). The previous declaration claimed priority 35 U.S.C. 119(e) and identified the title and date 
of the nonprovisional. However, the serial number for this provisional application was not identified. 
The declaration submitted on is accepted and the priority date for this application is April 25, 
2000. 
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Specification 

The amendment to specification submitted on 8/6/07 fulfills the requirement for a 

reference for priority to an unknown provisional application. 

Response to Amendment 

The declaration filed on 3/28/07 under 37 CFR 1.131 is sufficient to overcome the Ho et al. 

(ACS Meeting on April 1-5, 2001) reference. 

Claim Rejections - 35 USC § 112 

The rejection to claim 77 is rejected under 35 U.S.C. 112, second paragraph, is withdrawn in 

light of the amendment filed 8/6/07. 

Claim Rejections - 35 USC § 102 

The rejection of claims 50-53, 59-63 and 68 under 35 U.S.C. 102(a) as being clearly 

anticipated by Ho et al. (ACS Meeting on April 1-5, 2001) in light of Pero et al. (US 6,538,038) is 

withdrawn in light of the declaration filed on 3/28/07 under 37 CFR 1.131 and the establishment of 

the priority claim to the provisional application 60/199,350, filed 4/25/2000. 

New Grounds of Rejection 

Claim Rejections - 35 USC § 112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and 
process of making and using it, in such full, clear, concise, and exact terms as to enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to make 
and use the same and shall set forth the best mode contemplated by the inventor of carrying out 
his invention. 

Claims 50-55, 59-63, 68 and 76-92 are rejected under 35 U.S.C. 112, first paragraph, as 
failing to comply with the written description requirement. The claim(s) contains subject matter 
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which was not described in the specification in such a way as to reasonably convey to one skilled in 
the relevant art that the inventor(s), at the time the application was filed, had possession of the 
claimed invention. The amendment filed 7/9/04 introduced the phrase "substantially water- 
insoluble" to independent claims 23 (now cancelled), 50 and 54 to counter a rejection and discussion 
about precipitates and insolubility related to Hansen (US 5,851,527). However, the specification 
does not support a "substantially water-insoluble" drug entrapped in the extracellular space. The 
specification teaches "water-insoluble" and "high water-insoluble", but not "substantially water- 
insoluble". The term "substantially" broadens the meaning of water-insoluble, which is interpreted 
to mean not soluble in water. The specification fails to support the scope of the meaning 
"substantially water-insoluble" which is interpreted to mean mostly but not totally water-insoluble. 
In fact, the specification's reference to "high water-insoluble" teaches away from substantially 
water-insoluble". Therefore, the amendment of 7/9/04 introduced NEW MATTER into the claims 
because the specification as-filed does not contemplate nor disclose a broader concept of "not 
soluble in water". Hence, it is clear that applicant was not in possession of the full scope of the 
claimed subject matter at the time of filing. 

Claims 54, 76-84 and 91 are rejected under 35 U.S.C. 112, first paragraph, as failing to 
comply with the written description requirement. The claim(s) contains subject matter which was 
not described in the specification in such a way as to reasonably convey to one skilled in the 
relevant art that the inventor(s), at the time the application was filed, had possession of the 
claimed invention. 
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Claim 54 is drawn to a method for in vivo localization of a drug in the extracellular space of 
a tumor by cleaving the prosthetic group of a water-soluble prodrug that is administered to an 
animal. The claim further specifies that the enzyme is unique to the tumor or is produced at 
concentration that are higher than in normal tissues. Claim 60 defines the tumor-related enzymes. 

Thus, the claims encompass the use of prodrugs that comprise a prosthetic group that are 
cleavable by the target enzyme for which no written description has been provided; Moreover, the 
sole example of using a radiolabeled X-gal, wherein prosthetic group is beta-b-galactosyl, 
phosphate, sulfate , amino acid or polypeptide, the does not provide a representative sample of 
prodrugs that can be cleaved by any tumor-associated enzyme encompassed by the claims, given the 
huge variation in physical, structural, and chemical properties of prodrugs encompassed by the 
current broad claim language. Because the claims encompass a multitude of prodrugs neither 
contemplated nor disclosed by the as-filed disclosure, it is clear that applicant was not in 
possession of the full scope of the claimed subject matter at the time of filing. 

Claims 50-55, 59-63, 68 and 76-92 are rejected under 35 U.S.C. 112, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claims 50 and 54 recite the phrase "wherein the enzyme is unique to tumor cells" which is 
held to be vague. It is unclear if the term "unique" means that the enzyme is unique in structure and 
expressed by the cell or if the term means "different" by virtue of possessing a property that 
other cells lack. For example, an exogenous enzyme- labeled antibody that attaches to a tumor cell 
modifies the tumor cell and makes it different and unique since an exogenous enzyme is now 
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attached to it. It is suggested that the claim be changed to "wherein the enzyme is produced only 
by the tumor cells". 

Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Susan Hanley whose telephone number is 571-272-2508. The examiner can 
normally be reached on M-F 9:00-5:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael Wityshyn can be reached on 571-272-0926. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR system, 
see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR system, 
contact the Electronic Business Center (BBC) at 866-217-9197 (toll-free). If you would like 
assistance from a USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



Susan Hanley 
Patent Examiner 
AU 1651 




